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BEST AVAILABLE IMAGES 

Defective images within this document are accurate representations of 
the original documents submitted by the applicant. 

Defects in the images may include (but are not limited to): 

• BLACK BORDERS 

• TEXT CUT OFF AT TOP, BOTTOM OR SIDES 

• FADED TEXT 

• ILLEGIBLE TEXT 

• SKEWED/SLANTED IMAGES 

• COLORED PHOTOS 

• BLACK OR VERY BLACK AND WHITE DARK PHOTOS 

• GRAY SCALE DOCUMENTS 

IMAGES ARE BEST AVAILABLE COPY. 



As rescanning documents will not correct images, 
please do not report the images to tlie 
Image Problem Mailbox. 



Figure 1 



HSPDEIA 
HSPDEIB 
HSPDEIC . 



MGSSATEIEELENTTFKYLTGEQTEKMWQRLKGI LRCLVKQLERGDV 47 

MELSPRSPPEMLEESDCPSPLELKSAPSKKMWIKLRSL LRYMVKQLENGEI 5 1 

MESPTKEIEEFESNSLKYLQPEQIEKIWLRLRGLRKYKKTSQRLRSLVKQLERGEA 56 



r * . ***** * . 



HSPDEIA 
HiSPDElB 
HSPDEIC 



^n/VDLKKNIEYAASVLEAVyIDETRRIXDTEDELSDIQTDSVPSEVRDWLASTPTRKM^ 107 
NIEELKKNLEYTASLLEAVYIDETRQIIJDTEDEMELRSDAVPSEVRDWIJ^TFTQQ 111 
SVVDLKKNLEYAATVLESVYIDETRRLLDTEDELSDIQSDAVPSEVRDWIASTPTR^^ 116 



HSPDEIA 
HSPDEIB 
HSPDEIC 



TKKKPEEKPKFRSIVHAVQAGIFVERMYRKTYHMVGIAYPAAVIVTIJaDVD^ 167 

KGRRAEEKPKFRSIVHAVQAGIFVERMFRRTYTSVGPTYSTAVLNCIiKNIJDLW^ 171 

MLRRSDEKPRFKSIVHAVQAGIFVERMYRRTSNMVGLSYPPAVIEALKDTOKWS 176 
.***.*****************.*.* ** -* **- **..* ******* 



HSPDEIA 
HSPDEIB 
HSPDEIC 



NEASGEHSLKFMIYELFTRYDLINRFKIPVSCLITFAEALEVGYSKYKNPYHNLIHAADV 227 
NQAADDHAIJlTrVFELL'niHNLISRFKIPTVFLMSFLDALETGYGK^^ 231 
NEASGDHALKFIFYELLraVDLISRFKIPISALVSFVEALEVGYSKHKNPYHNLMHAADV 236 
*.*. . ***** *..* .*** ** *.****** .***** 



HSPDEIA 
HSPDEIB 
HSPDEIC 



TQTVHYIMLHTG IMHWLTELE IIAMVFAAAIHDYEHTGTTNNFHIQTRSDVAIL ^aiPgSy 287 
TQTVHCFLLRTGMVHCLSEIELI^IIFAAAIHDYEHTGTTNSFHIQTKSECAIV^^^^ 291 
TQTVHYLLYKTGVANWI#TELEIFAIIFSAAIHDYEHTGTTNNFHIQTRSDPAIL«« 296 
..**• . *.*•*••*..*«************* «****•*• **.*•**•« 



***** 



HSPDEIA 
HSPDEIB 
HSPDEIC 



TJO^nmSliAYKLtTQEEiE-mnJ^ 346 

i;£NHHXSSVFRIJlQDDE-MinFZNI.TKDEFVEIJ<^ 350 

L^NHHLSAAYRZiLQDDEEMNILZNLSKDDWREFRTLVIEIlVMATDMSCHFW 356 
•V***.*. •**.*..* ***•***.**•. -•* *****♦..♦*** ****** 



HSPDEIA 
HSPDEIB 
HSPDEIC 



QQPEGIDRAKTMSLXLHAADISHPAKSWKUIYRWTMALMEBFFLQGDKEAEI/5LFFSPI/: 406 
QQLERXDKPKALSIJ:XHAADXSHPTK<^VHSRWTKALMEEFFRQGDKEAEZX9l<P 410 
CK^PEAXEKPKAI^SX^HTADXSHPAKAWDLHHRWTMSLLEEFFRQGDREAEIiGLPFSPI^ 416 
** * *.***.**.******.* * .* ♦♦* •*.***• **************** 



HSPDEIA 
HSPDEIB 
HSPDEIC 



DRKSTMVAQSQXGFXDFIVEPTFSLLTDSTEKXVXPLIEEASKAETS — — SYVASS 459 

DRTSTLVAQSQXGFIDFXVEPTFSVLTDVAEKSVQPLADEDSKSKNQP SFQWRQPS 466 

DRKSTMVAQSQVGFXDFXVEPTFTVIiTDMTEKXVSPLXDETSQTGGTGQRRSSLNSXSSS 47 6 



HSPDEIA 
HSPDEIB 
HSPDEIC 



STTXVGLHXA DALRRSNTKGSMSDGSYSPDYSLAAVDUCSFKNNL 504 

LDVEVGDPNP DWSFRSTWVKRXQENKQKWKERAASGXTNQMS — 509 

DAKRSGVKTSGSEGSAPXNNSVXSVDYKSFKATWTEVVHXNRERWRAKVPKEEECAKKEAE 536 



HSPDEIA 
HSPDEIB 
HSPDEIC 



VDXXQQNKERWK — ELAAQEARTSSQKCEFXHQ 535 

IDELSPCEEEAP — PSPAEDEHNQNGNLD 536 

EKARIJVAEEQQKEMKAKSQAEEGASGKAEKKTSGETKNQVNGTRANKSDNPRGKNSKAEK 596 



HSPDEIA 
HSPDEIB 
HSPDEIC 



SSGEQQQNGDFKDGKNKTDKKDHSNXGNDSKKTDDSQE 634 



Figure 2 




Figiire 3 

PDE lA 
Subtypes 



Bovine 




Bovine 





Human 




Murine = 






Human 




^^^^^^ 

^^^^ 





Figure 4A 



N-terminal sequences of PDEIA splice variants 



PDE1A3_ 
PDE1A5 



1 MGSSATEIEELENTT 
1 



■KYLTGEQTEKMWQRLKGILRCLVKQLERCJDVNWDLKKNIEYAA 



lllllllll 



MDDHVTIRKKHLQRPI FRLRCLVKQLERC ©VNWDLKKNIEYAA 



*** ******** 



llllllllllllll 



Figure 4B 



N-terminal sequences of PDEIB splice variants 



PDE1B1_ 
PDE1B2 



1 MELSPRSPPEMLEESDCPSpLELKSAPSKKMWIKLRSLLRYMVKC >LENGEINIEELKKNL 

mill IIIIIIIIIIIIIM 
MANPVPVQRSHIiQGPILRLRYMVK<>LENGEINIEELKKNL 



Figure 4C 



Comparison of the CaM binding domains of the PDElAl 
and PDE1B2 splice variants 



PDElAl 
PDE1B2 



MDDHVT I RRKHLQRP I FRLRCLVKQLEK 

I I I Ml II III Mill 

MANPVPVQRSHLQGPILRLRYMVKQLEN 



* *** ** *** 



fDVNVIDLKKN 

I MM 

5EINIEELKKN 



Figure 4D 



Comparison of the CaM binding domains of the PDE1A2 
and PDE 1 B 1 splice variants. 



PDE1A2 
PDEIBI 



1 mgstateteelentt: fkyligeqtekmwqrlkgilrclvkqler 



I I 



I Ml I II Mill 



1 MELSPRSPPEMLESDCPS PLELKSAPSKKMWIKLRSLLRYMVKQLEN' 



★** * ** ***** 



5DVNVIDLKKNIE 

II MM I 
EVNIEELKKNLE 
-** **** * 



Figure 5 



Kb 
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2.4- 

4.4- 
2.4- 

4.4- 
2.4- 



4.4- 
2.4- 




HSPDE1A3 



HSPDE1A5 



HSPDEIBI 
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